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Claimspto/ 1634 
C. Dessau 



Claim 2 (Amended) A method of inhibiting osteocfastogenesis comprising the step of 
administering to a patient an amount of an inhibitor effective to inhibit osteocksiogenesis, 
wherein the inhibitor has the formula: 

>c 

W 

A A 2 A B 2 

CD 

wherein: 

AC is a peptide of 3 - 1 8 ammo acid residues which corresponds in primary sequence 
to a binding loop of a TNF-R superfamOy member, and which may optionally contain one or 
more amino acid substitations, or an analogue thereof wherein at Jeast one amide linkage is 
replaced with a substituted amide or an isostere of amide; 

ABt is a moiety having a first functional group capable of forming a covaient linkage 
with one terminus of AC, a second functional group capable of forming a covaient linkage 
with ABj and a third functional group capable of fanning a covaient linkage with AA.| ; 

.ABa is a moiety having a first functional group capable of forming a covaient linkage 
with the second terminus of AC, a second functional group capable of forming a covaient 
linkage with ABj and a third functional group capable of forming a covaient linkage with 
AAs* 



Application/Control Number: 09/627 ',77 '5 
Art Unit: 1629 



Page 3 



AAi is a moiety having hydrophobic properties and a functional group capable of 
forming a covalent linkage with the third famii&ml group of A82; 

AA2 is a moiety having hydrophobic properties mti a functional group capable of fanning a 
covalesit linkage with the third functional group of AB% 
i$ a covateiit linkage; and 

" ^ * is a covalent linkage. 



The method of Claim Tin which the amino acid Bub$timiom are conservative. 

6. (Amended) The method of Claim 4 wherein the inhibitor has the 
formula; 



(II) 



B,5S 



\ 



x 5 



wherein: 
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B 1 and B 10 are each independently a peptide of 1 -6 amino acids at least one 
of which os a hydrophobic amino acid, an aromatic moiety or a heteroaromatic 
moiety; 

Z z is a moiety forming a covaient linkage with B t , X 3 and Z s ; 
Z 9 is a moiety forming a covaient linkage with B 10 , X 8 and Z 2 ; 
X 3 is absent or a tiydrophiiic amino acid; 

is a hydrophobic amino acid; 
X s is a hydrophobic amino acid; 
X e is a hydrophobic amino acid; 
X 7 is a hydrophobic or hydrophilic amino acid; 
X a is a hydrophobic or hydrophilic amino acid; 
*- Jtf is an amide, substituted amide or an isostere of amide thereof; 
" — " is a covaient linkage; and 

" s " is a covaient linkage, 
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6, The method of Claim 5r wherein: 

S| and B, 0 are each independently a peptide of 1-2 amino acids, at least one of 
which is an aromatic amino acid ; 

Z t and Z 9 are each independently a CysJike amino acid; 

X 5 is abaesot or an acidic amino acid; 

X 4 is an aromatic or apelar amino acid; 

X 5 is a polar amino acid; 

X 6 is a polar amino acid; 

X 7 is an aromatic or polar amino acid; 

X g is an aromatic, apolar or polar amino acid; 

***** is an amide linkage; 

* is a disulfide linkage; and 

" ^ " is an amide linkage, 
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H 

fif The method of Claim 5, wherein.: 

Bj and B i0 are each independently Tyr or Phe; 

Z 2 and are each Cys; 

X 3 is absent or Olu; 

X4 is Tip or Leu; 

X 5 is Ser; 

X 6 1b Gin; 

X 7 is Tyr or Am; 

X a is Tyr or Leu; 

*~* * is an amide linkage; 

:b a disulfide linkage; and 

** ^ ** is an amide linkage. 

8. The method of Claim f , whereat said Miibitor is selected from the group 
consisting of WP9Q ~ SEQ ID NO: 13, WF9ELY ~*SBQ ID NO: 12, WP9Y ~ SEQ ID 
NO: 14, and WP9QY - SEQ ID NO: 1 5, 



9 + (Amended) The method of Claim 4, wherein the inhibitor hm the 
formula: 
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IF 



v 

\ 



X 

t 



is 



16 



B22= Zz | = X 2 .o™ X] 9 



X 

/ 



i a 



wherein: 

8 n and B 22 are each independently a peptide of 1-8 amino acids, at least one 
of which is a hydrophobic amino acid, an aromatic moiety or a heteroaromatic 
moiety; 

2 12 b a moiety forming a covafent linkage with B n , X n and Z 21 ; 

Z 21 is a moiety forming a covalent linkage with B 53t , X 20 and Z 12 ; 

X ?3 19 absent or hydrophobic amino acid; 

X« 4 tB absent or hydrophiHc amino acid; 

X 16 i3 a hydrophilic or hydrophobic amino acid; 

X 1& is a hydraphHic amino acid; 

X 17 & absent or a hydrophobic amino acid; 
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X 18 is a hydraphiiic amino acid; 
X 13 is a hydropJiilio amino acid; 
X zo is a hydrophilic amino acid; 

"-" is an amide, a substituted amide or an isostere of amid® thereof; 
* ™ " is a covalent linkage; and 
"S " i s a covafent linkage. 

1 0, The method of CMm 4, wherein: 

Bji and B 22 are each independently a peptide of 1-3 amino acids, at least one of 
which is m. aromatic amino acid; 
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Z u and Zzi are each independently a Cys-like amino acid; 

X| 3 is absent or an aromatic amino acid; 

X M is absent or a polar amino acid; 

X} 5 is a basic, polar of apolar amino acid; 

X u is b polar amino acid; 

X| 7 k absent or an apolar amino acid; 

X„ is an acidic amino acid; 

X } j is a polar amino acid; 

X ie is a basic amino acid; 

is an amide linkage; 
« w* is a disulfide linkage; and 

is an amide linkage, 
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1 1, . The method of Claim 1 0 S wherein : 

B n and B 22 are each independently Tyr or Phe; 
Z n and Z 2I are each Cys; 
X,j is absent or Phe; 
X, 4 Is absent or Thr; 
X, 5 Is Ala, Am or Arg; 
X u is Sex; 
X n is absent or Val; 
' X w is G!w; 
X w is Asn; 
X. m is Arg or His; 
«j* is ati amide linkage; 
***** is a disulfide linkage; and 
is an amide IlBkage. 

12. The method of Claim 1 1 , wherein said inhibitor is selected from the group 
consisting of WPS - SEQ ID NO:16, WP5N - SEQ ED NO:17, WP5R - SEQ ID NO: 18, 
WPS J - SEQ ID NO: 19, WP5JY - SEQ ID NO:20, WP5JN - SEQ IB NO:21, WP5JR - 



SEQ ID NO:22, and WP5VR - SEQ ID NO;23. 
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1 3* (Amended) The method of Claim 4* wherein the inhibitor has the 
formula: 



B 2 ^—Z 2 4= X 2 5 X; 



■26 



X27 
X28 



(IV) 



I / 

B 3 3 : £= Z32S X3 1 — "~ X$o 
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B23 and are each independently a peptide of 1-6 amino acids, at least one 
of which is a hydrophobic amino acid, an aromatic moiety or a heteroaroroatic 
moiety; 

Z 24 is a moiety forming a covaient linkage with B 23 , X n and 2 Z2 ; 

Z 32 is a moiety forming a covaiant linkage with Bg 3 , X 31 and Z 24 ; 

X n is absent or a hydrophilic amino acid; 

X 26 is a hydrophilic amino acid; 

X 27 is a hydrophilic amino acid; 

X 28 is a hydrophilic amino acid; 

X 29 is a hydrophific amino acid; 

X 30 is absent or a hydrophilic amino acid; 

X 31 is absent or a hydrophilic amino acid; 

*~" is an amide, a substituted amide or an tsostare of amide; 

" «* " is a covafent linkage; and 

is a covalent linkage. 
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1 4. The method of Claim 13 s wherein; 

B 23 md B 33 are each independently a peptide of 1-3 amino adds, M least one of 

which is an. aromatic amino acid; 

Z 24 and Z n arc each independently a Cys-lke amino add; 

X 2 $ is absent or a basic ammo acid; 

X m is a basic ammo acid; 

X 27 is an acidic amino acid; 

X» is an apolar amino acid; 

X 2Si is an apoter amino acid; 

X 30 is absent or a polar amino acid; 

X 33 is absent or an apalar amino acid; 

*-** is an amide linkage* 

*'= n is a disulfide linkage; and 

is an amide linkage, 

15. (Amended) The method of Claim 1 4, wherein; 

B 23 and B 33 are each independently Tyr or Phe; 
Z M end Z 32 are each Cys; 
X 25 is absent or Arg; 
X M is Lys; 
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% 21 is Q(y; 

X 28 is Leu, Pro or Met; 
X 2f is Gly; 

X 30 ts absent, or Gin; 
X 31 is absent or Vai; 
*-* is an amide linkage; 
" - * is a disulfide linkage; and 
*s* is an amide linkage, 

16, The method of Claim 15, wherein said inhibitor Is selected from the group 
consisting ofWPSL - SBQ ID NO:24, WP8JP - SEQ ID NO:25, WP8J - SEQ ID NO:26, 
and WP8JF - SEQ ID NO:27. 

17. A method of treating patients who have diseases characterized by bone loss 
comprising the step of administering to said patient an amount of an inhibitor effective to 
inhibit such bone loss. 
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18, {Twice amended) A method of treating patients who have diseases: 
characterized by bone loss comprising the step of administering to said patient an 
amount of an inhibitor effective to inhibit such bone toss, wherein said inhibitor is a 
compound having the formula: 



\ AC 
\/// 

AA^ABi 



wherein i 

AC is a peptide of 3-18 amino acid residues which corresponds in primary 
sequence to a binding loop of TNF-RO)* and which may optionally contain one or 
more amino acid substitutions, or an analogue thereof wherein at least one amide 
linkage is replaced with a substituted amide or an isostere of amide; 

AB t ?s a moiety having a first functional group forming a covaient linkage 
with one terminus of AC, a second functional group forming a covaient linkage with 
AB 2 and a third functional group forming a covaient linkage with AA^ 

AB Z is a moiety having a first functional group forming a covaient linkage 
with the second terminus of AC, a second functional group forming a covaient 
linkage with AB, and a third functional group forming a covaient linkage with AA 2 ; 
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AA, is a moiety having hydrophobic properties and a functional group 
forming a covalent linkage with the third functional group of AB t ; 

AA 2 is a moiety having hydrophobic properties and a functional group 
forming a covalent linkage with the third functional group of AB 2 ; 
is a covalent linkage; and 
is a covalent linkage, 

19, (Amended) The method of claim 18 wherein the compound has the 
formula: 




\ 



/ 



Xs 



•*6 



(II) 
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wherein: 

Bf and B 10 are ^ach independently a peptide of 1-6 amino acids, at feast one 
of which is a hydrophobic amino acid, an aromatic moiety or a heteroarornatic 
moiety; 

Z 2 is a moiety that is forming a covaient linkage with B u X 3 and Z 9 ; 

Z 9 is a moiety that is forming a covaient linkage with B 10 , X 8 and Z 2 ; 

X 3 is absent or a hydrophilic amino acid; 

X 4 is a hydrophobic amino acid; 

X3 is a hydrophilic amino acid; 

X 6 is a hydrophilic amino acid; 

X 7 is a hydrophobic or hydrophilic amino acid; 

X s is a hydrophobic or hydrophilic amino acid; 

is an amide, substituted amide or an is osiers of amide thereof; 
" » tr is a covaient linkage; and 

is a covaient linkage, 
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20. The method of claim 1 9^ wherein: 

B t audi are each mdependeiitly a peptide of 1-3 amino acids, at least one of 
which is an aromatic amino acid; 

Z 2 and Z§ are each independently a Cys-like amino acid; 

X, is absent or an acidic ammo acid; 

X 4 is an aromatic or apolar amino acid; 

Xj is a polar amino acid; 

X 6 is a polar amino add; 

X 7 is an aromatic or polar amino acid; 

X 8 is an aromatic, apolar or polar amino acid; 

*<«** is an amide linkage; 

is a disulfide linkage; and 

is an amid© linkage.: 
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2 1 . The method of claim W wherein: 

Bj and B l0 are each independently Tyr or Fhe; 
Z 2 and Z9 are each Cys; 
X 3 is absent or Gl% 
X4 is Tip or Lea; 
X s is Ser; 
is Gin.; 
7 is Tyr or Asa; 
X 8 is Tyr or Leu; 
* -** i s an amide linkage; 

|g a disulfide linkage; and 

** is an amide linkage.: 

22. The method of claim I Br wherein the compound is selected from the group 
consisting of WP9Q ~ SEQ ID NO: 13, WF9.ELY - SEQ ID HO: 12, WP9Y - SEQ ID NO: 
14, and VVP9QY - SEQ ID NO: 15, 
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23* (Amended) The method of claim 18 wherein the compound has the 
formula: 



B 



I F 



:Z}2— Xb — *X 



u 

\ 

X.J$ 

j 
i 

A} £ 



wherein: 

B n and B 22 are each independently a peptide of 1-6 amino acids, at feast one 
of which Is a hydrophobic amino acid, an aromatic motety or a heteroaromatic 
moiety; 

Z, 2 is a moiety forming a cavalent linkage with B ru X, <3 and Z 21 ; 
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Z 2t is a moiety forming a covalent linkage with B 2Z , X 20 and Z 12 ; 

X, 3 m absent or hydrophobic amino acid; 

X 14 is absent or a bydrophiiic amino acid; 

X 18 is a hydrophiiic or hydrophobic amino acid; 

X 16 is a hydrophiiic amino acid; 

X 17 is absent or a hydrophobic amino acid; 

X 1S »* • hydrophllic amino acid; 

X 19 is a hydrophiiic amino acid; 

Xao is a hydrophiiic amino acid; 

is m amide, a substituted amide or an isostere of amide thereof; 
" ss * is a covafent linkage; and 
"s* $s a covalent linkage. 



24 The method of claim 23wherem: 

B (l and B 22 are each indecently a peptide of t-3 amino acids, at least one of 
wMeh is an aromatic amino acid; 
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Z i2 and Z 2t are each iEdepeisdeutly a Cys-like amino acid; 

X l3 is absent or am aromatic amiao acid; 

X,4 is absent or a polar ammo add; 

X l5 is a basic, polar or gpolar amino add; 

X m is. s* polar amino aeM; 

X, 7 is absent or anapolar amino acid; 

X 1S is m acidic amino acid; 

X J§ is a polar ammo acid; 

is a basic amino acid; 

is an amide linkage; 
****** is a disulfide linkage; m& 
"2" is an amide linkage, 
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25, Tbe method of claim 24* wherein; 

B H and B 22 are each mdepeototly Tyr or Fhe; 

Z, 2 and Z 2! are eadi Cys;' 

X }3 is absent or Phe; 

X t4 is absent or Thr; 

■X w is Ala, Asn or Arg; 

X w is- Sar; 

X J7 is absent or Val; 

X w is Gla; 

Xj*; is Asbj 

X 20 is Arg or His; 

**-** is an. amide linkage; 

* is a disulfide linkage; and 
« = " is an amide linkage. 



26. The method of claim 25 wherein the inhibitor is selected from the group consisting 
of WPS - SBQ ID NO: 16, WP5N - SEQ ID NO: 17, WP5R - SEQ ED NO: 18, WP5J - 
SEQ ID HO: 19, WP5JY - SEQ ID NO: 20, WP5JN - SEQ ID NO: 21 , WP5JR - SEQ ID 



NO: 22, and WP5VR - SEQ ID NO: 23. 
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27. (Amended) The method of claim 18 wherein the compound has the 
formula: 



%3=Er Z24SX X25 — X 2 <s 



(IV) 



B33--— -S Zy2~ - X31" 



-X 



/ 



^2? 

i 

^29 



■30 
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wherein; 

8 53 and B 3a are each independently a peptide of 1 -6 amino acids, at least one 
of which is a hydrophobic amino acid, an aromatic moiety or a heteroarom&tic 
moiety; 

Z 24 is a moiety of forming a covalent linkage with B 23 , X 2& and Z,^; 

2 32 is a moiety of forming a covalent linkage with B 33 , X 3f and Z 24 ; 

X 2S is absent or a hydrophyte amino acid; 

X 2e is a hydrophMic amino acid; 

X a7 is a hydrophiftc amino acid; 

X a$ is a hydrophobic amino acid; 

X^ Is a hydrophobic amino acid; 

X 30 is absent or a hydrophobic amino acid; 

X 31 is absent: or a hydrophobic amino acid; 

is an amide, a substituted amide or an isostere of amide; 
* ~ " is a covalent linkage; and 

* s * is a co¥8l@nt fakage* 



2S, The method of claim 2 7 wherein: 

B B and B B are each independently a peptide of 1-3 amino adds, at least one of 
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which is an aromatic amino acid; 

Z 24 and Z 32 arc each independently a Cys-lifce amino acid; 
X 23 is absent or a basic ammo acid; 
Xi 6 is & basic amino acid; 
X 27 is an. acidic, amino acid" 
X 2S is an apolur amino acid; 
X 29 is an apol&r amino acid; 
X. 3 £ is absent or a polar amino acid; 
■ X 3 , is absent or an apolar amino acid; 
**-** is an amide linkage; 

is a disulfide linkage; and 

** s " is an amide linkage. 
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29, The method of claim 28 wherein: 

B B and Bj 3 ate each independently Tyr or Fhe; 
Z 24 and Z n are each Cys; 
X 23 is absent or Arg; 
X 26 is Lys; 
X3.7 is Gin; 

X n is Lew, Fro or Met; 
X 2 $ is Gly; 
X 30 is absent or Gin; 
X 3 , is absent or Val; 
**- c is an amide linkage; 

is a disulfide linkage; and 

** s »» Is an amide linkage. 

30, The method of claim 29 wherein the inhibitor is selected from the group consisting 
ofWP8L-SEQIDSra:24. 



34* (Twice amended} A method of inhibiting bona resorption comprising 
the step of administering to a patient an amount of an Inhibitor effective to inhibit 
bone resorption, wherein said inhibitor has the formula; 
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(I) 



wherein: 



AC is a peptide of 3-18 amino acid residues which corresponds in primary 
sequence to a binding loop of TNF-Rtf), and which may optionally contain one or 
more amino acid substitutions, or an analogue thereof wherein at least one amide 
linkage is replaced with a substituted amide or an isostere of amide; 

A&i Is a moiety having a first functional group forming a covalent linkage 
with one terminus of AC, a second functional group forming a covalent linkage with 
A8 2 and a third functional group forming a covalent linkage with AA t ; 

A&2 is a moiety having a first functional group forming a covalent linkage 
with the second terminus of AC, a second functional group forming a covalent 
linkage with AB 1 and a third functional group forming a covalent linkage with AA ? ; 

AAi is a moiety having hydrophobic properties and a functionai group 
forming a covalent linkage with the third functional group of AB S . 
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AA 2 is a moiety having hydrophobic properties and a functkma) group 
forming a covalent linkage with the third functional group of AB 2; 
* ~ " is a covalent linkage; and 
is a covalent linkage. 



35. The method of Claim 34- in which the amino acid substitutions are conservative. 



37 , (Amended} The method of Claim 36 wherein the inhibitor has the 
formula; 



Bp™. X3 — X4 



X5 

1 

I I ^ 

(II) 



wherein; 

B, and B ?D are each independently a peptide of 1 -6 amino acids at least one 
of which is a hydrophobic amino acid, an aromatic moiety or a hetaroaromatic 
moiety; 
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Z 2 is a moiety forming & covatent linkage with B % , X 3 and Z 9 ; 
Z 9 is a moiety forming a covalent linkage with B 10 . X. 8 and Z 2 ; 



X 3 Is absent or a hydrophilic amino acid; 

X 4 is a hydrophobic amino acid; 

X s is a hydrophobic amino acid; 

X 6 is a hydrophobic amino acid; 

X ? is a hydrophobic or hydrophilic amino acid; 

X 8 is a hydrophobic or hydrophilic amino acid; 

*-* is an amide, substituted amide or an isostere of amide thereof; 

" sk " is a covalent linkage; and 

is a covalent linkage. 
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38< The method of Claim 3 7, wherein: 

B t and B 10 are each independently a peptide of 1.-2 amino acids, at least one of 
which is an aromatic amino add ; 

Z 2 and Z$ are each independently a Cys-like amino acid; 

X 3 is absent or an acidic amino acid; 

X 4 is an aromatic or epolar amino add; 

X $ is a polar amino acid; 

X 6 is a polar amino acid; 

X 7 is m aromatic or polar amino acid; 

X& is an aromatic, apolar or polar amino acid; 

w ~ * is an amide linkage; 

i s a diiuifide linkage; and 

is an amide linkage. 
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39. The method of Claim 38, wherein: 

B, and B m are each independently Tyr or Phe; 

Z 2 and are each €ys; 

X 3 is absent or Glu; 

X 4 is Tip or Leu; 

X 5 is Ser; 

X fi is Gk; 

X 7 is Tyr or Ash; 

X| is Tyr or Leu; 

**« M is an amide linkage; 

is a disulfide linkage; and 

** = ** is an amide linkage. 



40, The method of Claim 39* wherein said inhibitor is selected from the group 
consisting of WP9Q - SEQ ID NO; 13, WP9ELY - SEQ ID NO: 12, WP9Y - SEQ fD 
NO: 14, and WP9QY - SEQ ID NO: 15. 
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41 . {Amended} The method of Claim 36, wherein the inhibitor has the 
formula: 



(ill) 



12- 



H3~ 



X|7 



X 
/ 



IS 
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wherein: 

B 1 % and B 22 are each independently a peptide of 1 -6 amino acids, at least one 
of which is a hydrophobic amino acid, an aromatic moiety or a heteroaromatic 
moiety; 

2 n is a moiety forming a covafent linkage with B Ut X u and Z 51 ; 

Z 21 i$ a moiety forming a covalent linkage with B 22 , X 20 and 2 12 ; 

X^ a is absent or hydrophobic amino acid; 

X 4 is absent or hydrophiiic amino acid; 

X 15 is a hydrophiiic or hydrophobic amino acid; 

X 16 is a hydrophiiic amino acid; 

X 17 is absent or a hydrophobic amino acid; 

X 18 h a hydrophiiic amnio add; 

X 19 is a hydrophiiic amino acid; 

X 20 is a hydrophiiic amino acid; 

is an amide, a substituted amide or an isostere of amide thereof; 

" ~ * is a covalent linkage; and 
*«* is a covaient linkage* 
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42. The method of Claim 4h wherein: 

B n and B 32 are each independently a peptide of 1 -3 amino acids, at least one of 

which is an aromatic ami&o acid; 

Z J3! and Z 21 are each independently a Cys-itke amino acid; 
X J3 is absent or an aromatic ammo acid; 
X M is afeseat or a polar amino acid; 
X, s is a basic, polar or apolar amino acid; 
X u is a polar amino acid; 
X j 7 is absent or an apolar amino acid; 
Xj g is an acidic amino acid; 
X, 9 is a polar amino acid; 
X 20 is a basic amino acid; 
is an amide linkage; 
is a disulfide linkage; and 
"5" is an. amide linkage. 
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43* The method of Claim 42, wherein; 

B|| and B 22 are each independently Tyr or Phe; 

Z i2 and- Z 21 are each Cya; 

X y is absent or Phe; 

X !4 is absent or Tfar; 

X iS is Ala, Asn or Arg; 

Xjg is S€f; 

X f7 is absent or Val; 

X| 8 is Ghi; 

X IS > is Am; 

X 20 is Arg or His; 

**-** is an amide linkage; 

is a disulfide linkage; and 

** s w is an amide linkage. 

44, The method of Claim 43, wherein said inhibitor is selected from the group 
consisting of WPS - SEQ IB NO: 16, WP5N - SBQ ID NO: 17, WP5R - SEQ ID NO: 1 8, 
WP5J - SBQ ID NO:19, WPSJY - SEQ ID NO:20, WP5JN - SEQ ID NO:21, WP5JR - 
SEQ ID NO:22, and WPSVR - SEQ ID NO:23, 

45, (Amended) The method of Claim 36, wherein the inhibitor has the 



formula: 
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B23= 7*24— X^s"— -X-26 



(IV) 



B 



X27 



/ 



33 s 



wherein: 

B 23 and B 33 are each independently a peptide of 1-6 amino acids, at least one 
of which is a hydrophobic amino acid, an aromatic moiety or a heteroaro matte 



moiety; 






is a moiety forming a oovalent linkage with B 23 , X 2$ and Z*&; 




is a moiety forming a covaiant linkage with B 33 , X^ 1 and Z 24 ; 




is absent or a hydrophific amino acid; 




is a hydrophific amino acid; 




is a hydrophific amino acid; 




is a hydrophific amino acid; 




is a hydrophilic amino acid; 




is absent or a hydrophilic amino acid; 


x 3< 


is absent or a hydrophiiic amino acid; 
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is an amide, a substituted amide or an ieostere of amide; 
"m" is a covalertt linkage; and 
•s* is a coval#nt linkage. 



